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(54) THERAPEUTIC AGENT FOR INFECTIOUS DISEASE 

(57)Abstract: 

PROBLEM TO BE SOLVED: To obtain an anti-Helicobacter 
pylori agent having an excellent antibacterial activity against 
helicobacter pylori by including a specific pyridonecarboxylic 
acid derivative as an active ingredient. 
SOLUTION: This anti-Helicobacter pylori agent is obtained 
by including a compound represented by formula I [Rl is a 
(substituted) 3-6C cycloalkyl; R2 is H or amino; R3 is a group 
represented by formula II or the like; R4 is a halogen, a 1-6C 
alkyl or the like) as an active ingredient. The compound 
represented by formula I is obtained by reacting a compound 
represented by formula III [X is F, CI or the like; Y is H or a 
boron-containing substituent group represented by the 
formula, B(Y1)Y2 (Yl and Y2 are each F or a 2.4C 
alkylcarbonyloxy)] with a compound represented by formula 
IV, etc. The daily dose of the anti-Helicobacter pylori agent 
for an adult is preferably 50 mg to 1 g. The compound 
represented by formula I and a proton pump inhibitor 
(omeprazole, lansoprazole, etc.), are contained to thereby 
manifest a higher antibacterial activity against the 
Helicobacter pylori. 
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0-CH2 -CH (CHg ) -X'^^tiifmbKcyX 
[m^^e] Ri *< ( IR. 2S) -2-7;U:tOv' 
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[ifi^«9 ] Tieco^ (IV) t-^t)Sixl.<t^%)s 



COOH 
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(IV) 



/?>6iO®K7;U=^yl^Sr^*)L'. R^ ti. *SiI?-S5t 
tiTSySSrSipL, R^ ti, /soyyM^. 

6 <7)7n'^)VmtfiMSi.m. 1 A'*^ 6«r;l'3'if 
j\^mtr^hi-i}\ ftSv^«±ie<OR» k-«£<tLT. - 
O-CH2 -CH (CH3 ) -r*?fL«.fl5Jtt=5:-5T 
t>J:v^. ) 

Itm^lO] R' *f (IR, 2S) -2-7;U?ro 
•/^»ornt/l«. R«3&f7SyS. R* 

Iif*Jain R' *M1R, 2S) -2-7;U3fD 
i/^'Drot;!^, R«*«*SBK^. R* *«>^/i^-C- 

ji^if«ja9iei8<iott'^'j3''N*^'^'-- troys 

[it^S12] Ri ( 1 R. 2S) -2-7;l'3l-o 
xi^nrotrywS. R«A«rsyS. R* 
^)l.tS^9f^S^^0fit'^'J^^^'^^'-■ tra'JS 

[W^:S131 R' i:R« A^-<*-fk;LT-0-C Hj 
-CH (CHs ) -rasni.«jti:5:0. R* 

^s^T•^>sis«JS9i^lS<o«:'^ya-'■<^^-■ troys 

Cil««14l R' tR* *<-*^bUt-0-CHj 
-CH (CH3 ) -T^$fll.fi}jtt^fO. R' *«7S 

ys-c-j>«.iB*« 9ieE«oiii:'v. y rJ'- • to y s 

[t9^« 1 5 ] TIBOst ( V ) X'^h^tihit-^m. 

StS'v.yaA^'^'-- toys 
[fli6] 




R» Ji. wmsi^Lx\>^xhi\^mm-f)' 

\t7%/mm>L. R*M. Aoy^M^, «3BR1 
*' 4> 6 <r)7)V^)Vm t Jt W^St l*>f.6<0T;U3^i' 
;USS-ai5-f*\ *)iV^«±a<OR' fc-«:-«:L.T. - 
0-CH2 -CH (CH3 ) -•C^?it*«Jtfc=5roT 
tJ:».>. ) 

[11^163 Ri *»(1R, 2S) -2-7yl';ta 

X'him^m 5im(om<^'j:3f^i' i^- ■ toys 

[if*«17] R' *«{1R. 2S) -2-7/l':to 

i/^rorot/us. R«3!)<rsys, r« 

fc&iS*^! SiSEcott'vy nv^^'^'- ■ toys 
[fM^HlS] R> ( IR. 2S) -2-7/l':tD 
•/^'orotr/l/S, R2*f*lillSi=-, R« *«^^)UST 
fc.&iS^l 5i£ffi<!0«;'syn>'N'^'^'- - toys 
1 9 ] Ti20« (VI) rS*>$ 

^stit'^y • toys 
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^>6<'5^T;U^/US$'S^5L. R2 14. TkSSffl?'* 

*»6 6<or;U'Jr/i^4'tli^a 1 6<or;P3=^fy 

O-CH2 -CH (CH3 ) -T-^$il61liiSt^r-5t 
tit«3a2 0) R' *< ( IR. 2S) -2-7/UJrD 

i^^'orot;!^. R2*«rsys. r« A^p'f-^i'St' 
i>*is^ 1 9ieao«i'vy ■ eo ys 

CfS*JS2n R' *<i/^'oratr/PS, R2 *<rs 
/fi. R« 3!)<>f-/USrJ>l.iB«JSl9lES!l<0ffi'v.y3 

toys 

[iB*jS2 2 1 Tfe«03»: (VII) x'^fi^iitit^ 
rf&«i'^'j3'<^^- toys 
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**■.*t/l^..'J!a^^'.^f-• tfD.yas ... 
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^>6<0ia«7;l'df;WSSr«*>U. 14, ^SRH^^i/^ 

ij^h 6 i^T/U^^l'SS 1 6<Dr;W3 ^v' 

;U3l*»*)-r*\ ;5l><'^«i±ie<^R' i:-*fl:tT. - 
0-CH2 -CH (CH3 ) -T^$il&«BSt5r->T 
fcJ:v\ ) 

[il*«38] Ri *i (IR. 2S) -2-7;l'3}-o 
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[i8*a3 9 ) -mn^ (XII) ■c^$ti«.<t-& 

[flll 31 
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r' <X1I) 

(i^tf. r"i I±. S^aSrWLTV^Tt it^lJ^SjKSJti^ 

O-CH2 -CH (CHs ) -T«$<x*«3ti:^:-'T 

[if^Ji4 01 R' 3t)«5^^orot;;US. R^ A^tK* 
d^. R» h^>';U«-e*Si«^3 9attO!n;'v 

[iS«JS4 1] Ri *M IR, 2S) -2-7;U:tn 
x^D7-ut;W3l, RJ*«*«M^. R« *'^h=^i'/U 

tia^jS4 2 ] ia*« 1 *>^>4 1 i^-f ix*»-«iaao 
[is^ja4 3 ] *>io4 1 v^-r*L*>-JSiatt<o 



[11^4 4 ] mm. 1 ^^^j 4 1 v^i**i.*»-«iea« 
mmttz\t=fm. 

tfil^4 6 3 it^« 1 3!)'^> 4 1 V^-f<t*»-3Sie®0 

{I'M; 3^^' • eouaitrDby.-KyTm^i: 

^m^tc nmmt tiMmm 

9 ] is«a 1 A>4 4 1 V ^■^>-3a!sfi^^o 
s-fi^/i mmm± tzM'fmm 

[it*«5 0 ] ro ^>'d^y7•ffilfaii*<:t>7•9V- 
#JS4 6*>'?>4 9v^-f<x*>-«i£iliwi6S*/i{i^ll6a5 
[iS*fl5 1 3 roYya^yrwsm^'^yvr^'/ 

[000 13 

XiS^ltfi^V^^^i'i''- • toy (Helicobacter p 

A.y nA'^' • to ya^j6l!^fc:M-f 4. 
100023 

'|^}«C*JV%T, 'vy^A'^'^'-- toy (Helicobact 

er pylori ) CltK^^OligSREW** 

'vynA'^'rJ'- • eoyaSr^MI-SlttwiOj^JS't 

TSiTv^* (df-vxi)— y-9-— f-. 58. 2067-2 
069 (1 998)). iSft, '^ynA'^':?- • toy 

-fh^-t'f ^'Jv. rt^i^yy, i'yv:^^-?^ 
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O-CH2 -CH (CHg ) -Ta$<Xl.ffiSi:^:-'t 
t>J:v\ ) S4>lc. R' 3!)«(1R. 2S) -2-7;U3i- 

ffcSiC (II) T^^^^iSfl:-^. -5-<7)®. ttiii 
\^)Vm. R2 1fir\jm. R4 A^^^/Pa-CilbS^ ( I 

sgtcs-fi. Tie<os (III) •c'^^iti.'ib 

[00 103 

R» 0 . 




anymi^iyu r^ -'Noy^-is^. smwn 

t^h 6 (Or^U^^r^V-S* JtJi^SSR 1 6 ff)T)VO dp 
O-CH2 ^CH (CH3 ) -X'^^ilhW&t^JinX. 

tiv^ ) R> *« ( IR, 2S) 

oxi^nrnfyl-S. R2 7)*rS/S. R4 jt/f^-yli?!! 
=fX'hh^ (III) T-aij$tl«.^k^1*l, •f'^S. i 

\^u>mf.zmfh. hi>\^\t. Ri *» (1 

R. 2S) -2-7;l'5i-oi/^'orobVl^. R2*<T 
S/S. R'' *<>f-yl^X'J.'i>S (III) T«<pS<X 

LX. R»*<(1R. 2S) -2-7/U:tai>^aro 
t/WS. R2 Ifii^mWf. R* *<^^;USf «)2>5>J ( I 



'JKCRWS. TIEW^ (IV) 
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R' IB^ISS^LTV^Tt>J:V^^8KR3*» 

i}>h(><nr)v^)V&tiiMmm. 1 *>fe 6<r>7;u3dpi/ 

0-CH2 -CH (CH3 ) -T«$*tl.fS3ti:=5:o-C 
t.J:v\ ) -ttr. Ri *« ( IR. 2S) -2-7;l/* 
Dj/^'OT'Dt^l^, R^-tfTlJ^, R^ *<7y^Jl 

■?x-fti>^ ( IV) X'^dbitihit-^, ^nm. tti 

troijgSCRI-ri.. Ri35(<(lR, 2 

S) -2-7;UjJ-nx^arot:;l^, R2 *i*3!llS 
R4 *<>^;p«T*-&5»: (IV) rsi^s^is^l:^ 

fOS, tt:i±Zfi(>(^7m^^:^^^tlXis 

ti. Ri*MlR. 2S) -2-7yl':tD->^'nrot 
R2 j!)«rsyfi. R4 A*>^/USt'&6^ ( I 

mim&^t tx-^^-Thiji^ 'j ^^^-^ - • to u 

SCBWft. R' fcR^A^-H^^LT-O-CH 
2 -CH (CH3 ) -t'aS*t'l>«jit^rO. R2*<7K 

nmx'hh^ (IV) f -e^oii. 

--MCLX-O-CU^ -CH (CH3 ) -X-m^flh 
flUtk^rOs RZi^TS/S-C'ftS^dV)^^^* 

t bXt^-t?>t}i^V n>'<^'^- • to'JSEtcMtl). 
4/;:. TfE<»)3t (V) TSi^Sit&^k-^s -tWS. i 

[0012] 
[ftl9l 
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[00161 ' ,. . 
Hfc2 3l 

0 

1* r' (IX) 

. 6 iOT;U+;l'S* /^li^m 1 6 cor^W3 

o-cHj -CH (CHg ) -x-mtiimtt^^-ox 

ItW ) ^hiZ. Ri i:R4*»-#:^kiL-r-0-CH 
2 -CH (CHg ) -t'^$nS«l5tt=SrO, R2 *«* 

fgii^TibSsc (IX) f**>s*i*'fb-&!B!. -t^oa. 

Vi)<.-7^- ■ eo'jaSCM-rS. ft&^'^Ji. R> 3!i* { 1 
R. 2S) -2-7;l'3)-Ds^^'D7'ot;l<«, R2A«* 

^IS^s R" \^^iyiVSX'hh^ (IX) T-Sfc? 

i/i. Ri *M 1 R. 2S) -2-7;U:tnx^'nra 
t/US. R2 ifi7S.y&. Ai^f-yU^-CfcS^ ( I 
X) T«fcSfL&fl:^, -ews. a;t^4^:^^.^><!0^l<*l 

mizmi. ilX, R> *M1R. 2S) -2-yjV 

s-cfts^e ( I X) •c^*>sn«.-fi:-&!i«j, -5-<^«a, ttz 

iiZtihOymmi^&'^t LX-^^-thtK^V oj< 
99- ■ tD'JIgKMTS. ttz. Tie<^ (X) 

^^i-i: LX-t!tti>tii'^Voy<9f- ■ tfoUSBCKt 

[00 171 

[-(1:2 41 




tirsyS&^i^L. R'' li. ^^ayym=f. DJSStl 



O-CH2 -CH (CH3 ) -X'^'ii\.hm&t*^'>X 
tiv^, ) hh\-At. R' i:R^*«-(*:-(tUt-0-C 
H2 -CH (CH3 ) -X^tilhWk. R2*«*jR/S;.. 

?t'a:>«.k (X) 'f<offi. i^cti 

^'-^ enUaSKRW*. S*>fc. R' kR4**-*'ft 

LT-O-CH2 -CH (CH3 ) -fS^tT.l.flKSt 

R2 t^T\JWChh% (X) •C'*t>$<x«.fl:-& 
^i.ln;^y:3^<^:5'- • tn'JIEt:BI|-f S . "tfz. R 

»*<(1R, 2S) -2-7;W3l-ai'^'Drot:;i/2. 
R2 R^ (X) X 

mmtLX'k-^-fh^^')^>^99-->i'a'mm 

irh. -^-LT, R> *« (IR, 2S) -2-7;W*Oi' 

^'orne^i/S. R2 a-T'SiJ^^ r-* *<^f-yusfj) 

6iC (X) -cai^^ixS^I:^. -tOS. i:tl4inf. 
«0*W*!!)S:*S!;B£^i-i: \.X'^-^h^^'^i^>^99- • 
toyasCM-rS. Tie<^«(XI) X^h^ti 

[00181 
[<k2 5l 




(47S/SSrSi5U. R" (4, isuYvW^. DggRl 

*><b etoTjU'^/u&t tzumsL 1 6 or/u3* X 
0-CH2 -CH (CH3 ) -xmtihm&tKc-^x 

tJ:V%. ) ^ly{,Z. R> *<(1R. 2S) -2-yiUt 
ai^9arv^)i^^ R2*«r5/S, R** 
•CJ)* (XI) -cSisSixi-ft:^*. 

- • vamizmtt. ^ix. Ti2«05i: ( x 1 1 ) t- 

[00 191 
(^b2 61 
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hcr>i}mizmi^\ $f>{C«. (IR. 2S)-2- 

t LT i,im^ 1 A'^c. 6 <7)B«g:i^. tt:mm^ni,n 

t'iV^**. if* L<{4, x^;US. y)\^'7!U 

(4>h^fx/U»T*S. S^SR-* ttTti. 

v^. J)l.v^{4EmSR« {4±iE<7)R> k-»{tLX-0 
-CH, -CH (CH3 ) -T^SitSflUSt^rO. ^ 

10027] 
[■(t2 7] 

0 




[ 0 0 2 8 1 2|s:J%HB(^!)i'v. 'J 3-''<^ ^- • to u ai<o^r 

Sff'fJOtSi: LTili)&t^<4;&/l'^^ j^vUS^^St Ut t J: 

mcomissmm. i5sv^ti»sas. ^^'y^yi/Tnyi? 

-B (Y' ) Y2 

^nsT^'>3g*tS8®t-^)0. r> > r* fcit^R* 



)Vx.xrH^. y 3i~iV7>v^ivxxTii^iiXXfy X 
a^txjx-f;WT*>»3. Wilf. T-bh'^>'^-f-;ux:xf- 

;K tfAD>f/P5j-^ri^>f-;l'XXf/U. Xhdfi<.;;^;l,,-}< 

-/ux;^-f/k ay>'x;^T/k v>f-;U7Syx-?-yi/ 
XXf-^P. 5-'fyi<-/UXX-r;l'*}J:Kf7#Di/-;W 

XX-f/U. 5-7;U'3E-;l'-2-:t^V-l. 3-i^*3t-=Sr 

y-yu- 4 ->f ;M-?-/ux;?.T;i"e- LT 3 -r-fe h=«fx 
- 2 - y 7'f-;Ux;^f-;P^i?)5}-# y 7yu*/Ux>t-r 

[ 0 0 2 9 ] S ( I ) -CSSixS^^^BBfO^t-^tia* 

If. ff^i-Jf. ^(XI I I) 
[00301 

Hl:28] 



0 




t■^h^(r)mm.L<\mm^(r>7^v^}\'y.)\'i!^~1V^ 

^T-ib6*\ i:^{4^ (XI V) 
[003 1 ] 
(^k29] 

(XIV) 

14^ ( I) tisv^T^liLfct>oi:l«]tfA6. ] 
[0032] 
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a®. s^a^rv^L2oo•c«^aeeHT^f 
isit43 o^t^hi 8ms(^m:tx<. mmts o^w» 

c:^o^^Kt'^i^^<^ffl$^^TV^l)ffi^Tfci^^f J:<> ffH 
;t(f . SSaar h ^ 2 . 2 . 2 - h U 

a, f l>9tHDtr9-;l«. 2. 2, 2-h'J^'no 
-5. 

[00361 Y*»«(XIV) Ofl!Ji<r)«^. ■fl:-&155 
(XI I I ) lCWUfc^('f-l) > (D-l). 
(v-N-l). (--1), C^) . (1^- 

1) , (-f—l) , CJ-l) . (^-1) , 

fzm'M^j:^t¥X'S^m'S:miX^ ( I ) THi^iiiB 

1 ) . (^-2) . (o-l ) . (0-2) , (A- 
1 ) , (A-2) , (--1 ) . (--2) . {t^- 
1) . (*-2) , Cv) . ('^-2) . , 
{b-2). (^-1) Ji<J:lX(f~2) 

hi)\ {nmnm^txm^zwm^th mux. 

^m-2-23\A7 5^^An. !^^^8-2 7 7 28 
^raT9-6 7 3 68-t4il8, wo 9 7/1 
90 7 2-t4i«. wo97/4 00 3 7-f-^$a. wo 9 
8/0 24 3 1-ti>ffi. W098/1 3 370#^?8. 
wo9 8/187 83-t4f«) . -ft-^ftl ( 'J - 1 ) . 
('J-2), (7-1). (7-2). (/U-DfcJ:. 

If (;^- 2 ) \m^<^im:.i. *)'S^^ixhti< , ^<n- 

Sh.l>t,<0t'»i'5rv\ m-<^Stt**»*>«:6^ ( I ) w 

-7;l/3rai^^'arDt;l'7 5y*i, Mitf. 1$ra¥2 
- 2 3 1 4 7 5^iaa<0*i6f^rttT& & . iOfllC L 



( I ) <rAt&m<n^\i. mtM. 1*B8¥2 - 2 3 1 4 

oUBCitLT, flfch-JtSlttn^L. 'v'jnA^^^'-. 

BS^c0 5Omg*»4> 1 g. »iL.<l41 0 Omg*>^> 
3 0 0mg<oeHTfc&. .Ico-BftSr-H IB, «)4 

v%{4 2]!i»f> 4 iHifc4i-ifcs4-'t?. . itz-nrntm^ 

a«fflv^4,^l•C^r^l.«■asa'loPi»ffitc;•Cil9B!t-& 

i)'^x'%himmt\.xms^, iL^j^**ock 
[00371 -tfmmvi^^i ^t^y 9- • tro'jgai, 

•ti-l.iktcJ:'). ^'jnA-^'^'-- toDtcittSfiiB 
A^^'- • ea'jaikgij^Sa'li: LXm&LtzUk. 

ruhy^ymmm^x-mi mm. m 

^9-51 176 7#4i«^) t UtK3S-r&lS^<0 

|gcOffifflfi{4-B^/iOO. l*>4.200ing, ffiL 
<{41 0?5»^>1 OOmg. #C»aL<J44 0*»'?>8 0 

[00381 

l^m] r^ffii'j - 1 1 x^yu 3 - ( 1 -ana 

yhJg->>;&;t/;K-/P7Syi^^oyoe/U) y"a\::t^ 
-V 
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aSR^vSTF, t':^ (t'i'^'D [2. 2. ll^ri'- 
2, s-xxy) oi^'l/A ( I ) y^-^'D7-h (5 
4, 5mg. .0. 14mmo 1 ) , tiXVl. 
{i/7x-;l'*;^7-f y) (67 . 4mg, 0. 

17mmo 1 ) S-iaa. Ittfrl Uc> ^' / -;K 2 5 m 

1 ) izmmi. miSiTi otj^fWLfc. :.<oimms. 

tXf-;U 1 -'<.yi^'/U-4 - ( 1 -tHEI&yh^i^:^ 
;»/U4<=Jfx5-h ( 1 . 090g. 2. 820mmo 

1 ) tmk, tmuc^i'y-jud 5m i ) (cswl 
tzmsiirmt. z<7)s.imii:yiimnm%T ( i k g/c 

m2 ) . MjatcT2. 5^^L;t. SaSSdvSltiK 
(Ig) SrJni. ^tT3 0^J-Ha, ■fe7'f bSriil: 



-f 



**^t';f*^Ar/l/ A (195. 
6mg. 5. 1 5 3mmo 1 ) Sril^rb^t h'a7^ 
y ( 4 Om 1 ) i,ZfmL. - 1 S-CtCTlfiJfT. xf-yU 

^i/^-bd. OOlg, 2. 57 7mmo 1 ) S:*t 
*rh^bh'D77>' ( 1 Om 1 ) tlj^jgL/c^S: 1 

833. 9mg{93. 4%) (T^mtiCOit^iM 



a»Jxy(820. Img, 2. 3 7 6 mmo I ) 
tS: (*^: 5 5. 6%. 7 5 0mg) Srapi.?t:f*, tKSI 

iniET(4. su.g/cm^ ) -mmnuz. mm 

«aigffiLT578. 8mg (9 1. 0%) <^)©fe^O'^b 



1.071g(97.8%) «0SIE<r)-fk'&«!l*4tt 

1 H-NMR {4 0 0MHz, CDC 1 3 ) ^ : 7. 4. 
0-7. 1 9 (m, 5H) . 5. 07 (br s, 1 
H) , 4. 13 (q, J = 7. 33H2. 2H) , 3. 
63 (s. 2H) . 2. 87 (m, IH) . 2. 67 

(m. IH) , 2. 54 (m, IH) , 2. 35 (m. 
IH) . 2. 15 (m, IH) . 1, 79 (m. 1 
H) , 1. 46 (s. 9H) . 1. 23 (t . J = 7. 
3 3Hz, 3H) . 0. 85 (m. 2H) , 0. 69 

(m, 2H) . 

[0044] f#3§-WiJ-4] 

[00451 
[<k3 51 



t H-NMR (400 MHz. CDCI3) ^:7. 3 
9-7. 00 (m, 5H) . 5. 10 (br s. 1 
H) . 3. 69 (m, 2H) . 3. 58 (s , 2H) . 
2. 99 (m. IH) , 2. 61 (m, IH) , 2. 5 
1 (m, IH) . 2. 27 (m. IH) , 2. 00 
(m. IH) , I. 94 (br s. IH) . 1. 74 
(m, IH) , 1. 42 (s. 9H) , 0. 90 (m. 
IH) . 0. 74-0. 6 1 (m. 3H) . 
[00461 r^^l>J-5l (i-aE« 
7'h^>-;{y;U/-Kx;i/r$yy^orQbr;U) -3-bK 

[0047] 
[^t3 6] 

B 



1 H-NMR (400MHz.CDCl3)^:5.0 
5 (br s. IH) . 3. 72 (m, 2H) .3.15 
(m, 2H) . 2. 8 2 (m. 2H) . 2. 2 9 (m. 
IH) , 1, 94 (b r. 2H) . 1. 76 (m, 1 
H) . 1. 42 (s, 9H) . 0. 92 (m. 2H) . 
0. 82 (m, IH) , 0. 6 1 (m, IH) . 
[00481 r^gl]5t-n l-<yi;;U:t:^i^-3 



(17) 82000-26296 (P2000-26 2y. 



.NHCOOl 

C6HsCH30v-<J>C^ 



NHOOOC(CH,), 
COOCH,CHj 



xf-yi- 3 - [ 1 -o'Jii'^^i^- 3 - imsmfh 
dfx*/wd<-/prsy) i^^royi^y- 3-^)1'] -3 

-jJ-dfyrat^l-^t^-hSS. 84g (99. 22mm 
o 1 ) ^;<:J'/-/l'3 0 0m 1 {=SfllL. 7)Ci^l*T, 
rh5t HD*'>»-^hy'^'-i»l • 6 17 g(4 2. 7 

5mmo 1 ) ibmzwrctatt:. nmix'\ 

MHC00C((»<3), 



HO COOCH2CH, 

xf-;u 3 - [ 1 -^y'J)i^t^i^- 3 - (S3 fty b 
dfi'*;l/;}<-;wrS>') >'^'a7'^'>-3-^/P] -3 
-tHodE-i^roe5r^«-h35. 61g{90. 50 
mmo 1 ) $-j;^'ODp<:?>'2 0 0m I ICjgSfL^ 
I^T. osomi (i 

16. 9mmo 1 ) . 5JCV^-C'MJXf-;PT5>'3 7 . 2 
4ml (267. 2mmo \ ) italt:. 2I^JS# 
a, j/'Tif b*>'^'a>>>'T-fe>'3 0. 6 0ml (2 0 

4. 6 mmo 1 ) inatti. immmzm^ 
irc. wmi 1 o%^'xyK*^K8fca/*a. tt»A 

a«U, ^fl:^f!t!>31. 07g (91. 4%) 

NH(»}0C((ai,}3 



COOCHtCH, 

xf-;!/ (E) -3- [ l-O'i^'^l'^^i'-S- (II 
3a7'^=^fi/;&/^^-^^T5y) •>^'a7'^>'-3-'f 
/l*] T^'JU-h31. 07g(82. 75mmol) 

f h'i'^'0'!?>'T-fe>'l 3. 37ml (82. 75mm 
o 1 ) SrjffTLJt. 1 0^1limkliZ)mi!>\-L. SiST 

f mram^u^. *jfrj«#T, Risjatcio%^'x>' 



/\ HHC00C(CH,)3 
' HO COOCH^ 



A:?u-7h^^77^-{ct»»L. Sia^l:-&!BJ3 5. 6 

1 g (9 1. 2%) i&fin:. 

[00571 riS^ffll7-51 x^/l. (E)-3- 

[00581 

[-(1:4 1 ] 

000CH2CH, 

[00 59] >H-NMR (CDC 13)5:1.25 
-1. 30(3H, m). 1. 42(4. 5H. s). 

1. 43(4. 5H. s)2. 22-2. 35 (2H. 
m), 2. 57-2. 72(2H.m). 4. 01- 
4. 05 (0. 5H, m) . 4. 07-4. 27 (m, 

2. 5H), 4. 48(2H. s), 4. 81 (0. 5 
H, s), 4. 94(0. 5H, brs). 5. 79 

(0. 5H. d. J=15. 5Hz) , 5. 86 (0. 
5H. d. J = 15. 5Hz) , 6. 98 (0. 5H, 
d, J = l 5. 5Hz) . 7. 02 (0. 5H. d. J 
= 15. 5H2). 7. 27-7. 36 (5H, m). 

[0060] r^MHaig-6lx»;u 3-ri-O 
-»;f:if-i/-3- (m3ffl7'h=ag- i/>&;t^;Kx;U7Sy) 
■/^or^y-3-'(;u] -4--ha:^^>x— h 

[006 1] 

[fli4 2] 




NHCXIOCCCHj), 



NO, 



«ET}SaEi&®*t- «iE{b^!B!l3 5 . 1 2 g ( 9 7 . 

2mm o I ) mf^. *fl:^«J{i. «ii-r«.ifc'5:<»: 

[00621 ras^ff«g-7i 4 - ri -^y^'/u^^ 
i/-3- (S3ffi7'h=»'>^/ i^^xjur5y ) >'^o7' 
•»y-3-^;i/l -2-tro'j Ky 

100631 



(19) B2 000-26296 (P2000-26 2y. 



tcTwaaL. miit-^A, oig (saw) mtz. 

ISrTffi^frT^H P L C tc i OSESfi L3t . 
[0 0 7 0] HPLC^ff^ 

;&7JU:DAICEL CHIRALPACK AD 
20x250mm 



42 



gtt : 1 5in 1/m i n 

ffiJK : Mia 

tJiaj: UV {254nm) 
[007 1] iH-NMR (CDC 13)^:!, 
.NHC00C(CH3)a 




(9H. s), 2. 23-2. 42(3H. in). 4. 
45-4. 68(4H, m). 3. 03-3. 06(1 
m) , 3. 23-3. '3 3 ( IH. m) . 3. 97 
-4. 07 ( IH. m) . 4. 38 (IH, d. J=l 
4. 7Hz) , 4. 49 ( IH. d. J = l 4. 7H 
z) . 4. 72 ( IH. s. ) . 7. 2 1- 7. 36 

(5H. m> . 

[0 07 2] r^ffll5f-10] 1-^>'J)V-A- 
[00731 

[^1:4 6] 

, yv^HH(X)0C(CHa)3 



T^y) -1-t Hn^3f>'i/^o7'^'y-3->r;H - 
2-trn'JK>' (Stt«£Bl) 1. 79 g (4. 9 6m 

mo 1 ) $rh;uxy5 0m 1 . i^^nn;?^^^ V2 Om 1 

htJ7D'JHl. 31ml (9. 92mmo 1 ) SrJD 

^-^ZXmtX. «i2^l:^fl!54 1mg (30. 0 
[00 74] ^H-NMR ( CDC 1 3 ) ^ : 1 . 4 1 

NHCOOCCCH,), 



(9H, m) . 2. 1 2-2. 24 (2H, m) . 2. 
30-2. 37 (IH. m), 2. 48-2. 72(3 
H, m) . 2. 93-3. 05 (IH. m> , 3. 16 
-3. 18 (IH. m) . 3. 25-3. 3 3 (IH. 
m). 4. 34(1H. d, J = 14. 7Hz). 4. 
53(1H. d. J=14. 7Hz). 4. 73(1 
H. s) . 5. 04-5. 11(0. 5H. m) , 5. 
18-5. 25(0. 5H. m). 7. 22-7. 36 
(5H. m) . 

[0075] -11] i-^yi^)\^-4- 

r3- (5l3ityH^^3&;U;K^;Wr$y) -1-771/ 

?!-aix^pr^y-3->f;u] -2-t:D>J>^yf-:ty 
m^m 1 ) 

[0076] 

1^1:4 7] 

,NHC00C(CH3)3 




NCHjCgHj 



l-Kyi^fU-A- [3- (»3«7^b=^ri^*/^JKxyl/ 
T^y) -1 -7/U:tDS/:?^nr:5'y-3-^;H -2 
-enUb'y (Mltf^Bl) 5 17mg (1. 4 3mm 
o 1 ) &b;l/xy2 0mUcS)WL. n-y>'SSg6 3 
5nig (1. 57mmo 1 ) SO'CVS^fStS. 

h^77>f-tCT»SlLT. «fe'ft;-^Jt*4 8 5mg (8 
9. 5%) iWz. 

[0 0 7 7] iR-NMR ( CDC 1 3 ) ^ : 1 . 4 1 
(9H. s) . 2. 04-2. 22 (2H. m) . 2. 



44-2. 60(1H. m), 2. 60-2. 73(1 
H.m). 2.80-3. 07(2H. m). 3. 13 
-3. 20 (IH. m) . 3. 56-3. 63 (2H, 
m) . 4. 59 (IH. s) . 4. 76 (IH. d. J 
= 14. 2H2) . 5. 02-5. 1 1 (0. 5H. 
m) . 5. 1 1-5. 23 (1. 5H, m) . 7. 27 
-7. 38 (5H. m) . 

[0078] [#*fi?>]5C -12] l-^>-»-4- 
r3- (%3«^7'h^y;<?yU.'t^ x;UT$y) -1-7/1/ 



(2.1) H2 000-262 96 (P2000-26 2y. 



(2H, m) . 5. 50 ( IH. q, J = 7. 32H 
z) , 7. 26-7. 36 ( 5H, m) , 
[0 0 851 r^^ffy;U-2l 4 - (S) ~yjU::^xJ^ 
>;u"-3- (R) -bHo^y-N- [1- (R) -7 
X r:;t^xf';Ul - 2 - bTP 'J H y 
[0086] 



A. 



g«»H^T, yrot/ur 5 >' ( l . 6 5 m l . 

11. 75mmo 1 ) <0rh5t (20m 

1 ) }¥?S{=- 7 8"cicT 1 . eeNn-r^/i/'j-f-^i* 
-'^^^ywmn. osmi ) Jt^tl. ox:«:-c5 

(S) -7;w*D>-?-;i'-N- [1- (R) -7x-;w 
Xf-;W] -2-«^o!;Hy (2. OOg. 9. 04inm 
o 1 ) C0rh7t h'n77V (20ml ) 
»HSIT. -7 8X;i=T}irFLfc. ISIia-C'l 5^ia«8* 

KD7 5 yS®*^^. »Kxf-;l^ ( 1 5 0 m 1 X 3 ) T' 

8PJ:'5Sfe<^b'&iIl • 57g (73%) ^afiSflt 
tX'i^t:. 1 H-NMR (CDC 13)^:1. 52 
(3H, d. J = 7. 32Hz) , 2. 31-2. 48 
(IH, m) , 3. 05-3. 10 (IH. m) , 3. 
16-3. 21 (IH, m). 4. 29 (IH. d, J 
= 9. 37Hz). 4. 53-4. 67 (2H. m>, 
5. 48(1H, q. J = 7. 33Hz), 7. 26- 
7. 37 (5H. m) . 

[0087] [##«fil;i'-3] 3nlsijz2£]irJ. 

- (S) -yH':itVJt^)i'-N - n- (R) -7x- 
;WX^;M -2-t:o'J H:^ 
[0088] 



[fli5 2] 



4 - (S) -7/l/3ro-Xf-;U-3- (R) -tHo^fx 
-N- [1- (R) -^x^^^/l-x^yU] -2-t:n'JK 
y(2. 6 1g, 11. OOmmo 1 ) ^^a'fb-?<f*^'>' 
(4 0ml )Sg}StCh'Jxf-;l.TS>' (3. 07inK 



22. 02mmo 1 ) it^l. - 1 O'CtlT^S^k^ ^ 
;;^;|/7}t-;l. (1. 28inl .16. 54mm o 1 ) im 

H (80m 1 ) (3»»L. T>''•fk-^^'j'>A (2. 86 
g, 44. OOmmo 1 ) 5:jD;L. 1 0 0-Ct:Tl%JS 
ntti. KmmiiZA^iMts ItKxf-yU (20 0ml 

x3) TiiiiaiL. ^h^fz^mimth yn^AT-K 

n-eh/^^-f-W+L. itffix^;^: A.^^y=l : 
3^0jgajSPJ: OSifitfO^k^l . 8 1 g ( 6 3%) 5:}?^ 
«fea««3i:LT»^. 1 H-NMR (CDC I3) 
^:1. 56(3H. d, J = 7. 32Hz), 2. 6 
7-2. 75 (IH. m) . 3. 02 (IH. dd, J 
= 7. 32. 10. 25Hz) . 3. 23 ( IH. d 
d. J = 4. 39. 1 0. 25Hz) ,4. 27(1 
H, d. J =8. 30Hz), 4. 38(1H. dd 
d. J = 7. 81. 9. 28, 46. 39Hz). 4. 
59 (IH, ddd, J = 5. 86, 9. 28. 46. 
37Hz) . 5. 48 ( IH. q. J = 7. 32H 
z) . 7. 26-7. 37 (5H. m) . 

[0089] [mmf\^-4] 3zLi3ijz^=m2± 

^i^i!j)U7f(-f\^r^y-4 - (S) -7;U;to^f';U- 
N- [1- (R) -7xr:;l/X^;i/1 -2-fc:pUKy 

[0090] 

[^1:5 3] 



BocHW^ F 



3- (S) -ri^'H-4- (S) -7;U:tn>-^;U-N 
- [1- (R) -7x-;UXf-;H -2-irD»JKy 
(1. 81g, 6. 90mmol) C0X^y-;l/ ( 1 0 
0ml )i8JSHZ^>''m=«7'f-vK3. Olg, 1 

3. 7 9mmol) i:10%/^7i^'*>A^fl!li«{l. 

80 g) iMi. msiT-m. ^sm^mmuin-otz. 

>'UX?yyu^'nvh^^7>f-W+L/i. i^S?x^;i^: 

A,d{:4^y= 1 : 2cr>m&^X Omia^O^t-g-Jfe 1 . 6 8 g 
(7 2%) i:&^^tLXmz. » H-NMR (CD 
CI3 ) ^ : 1. 45 (9H. s) . 1. 53 (3H, 
d. J = 7. 32Hz). 2. 85-2. 93 (IH. 
m). 3. 06(1H. dd. J = 6. 25. 10. 7 
4Hz). 3. 31 (IH. d. J = 9. 26Hz). 

4. 32-4. 53(3H. m). 5. 08(1H. b 
rs), 5. 49 (IH. q. J = 6. 83Hz), 
7. 26-7. 36 ( 5H. m) . 

[0091] immju-5] 3zl1^1j=m=mi±. 



Publication number: JP P2000-26296A 
Title: Infection treatment drug 



[Claim 1] An anti-Helicobacter pylori drug containing as active ingredient a compound of 
the following formula (I), a salt thereof, or a hydrate thereof: 
[Formula 1] 




(wherein R' represents a cyclic alkyl group with a carbon count of 3 to 6 optionally 
comprising a substituent, represents a hydrogen atom or an amino group, R*^ represents 
[Formula 2] 



«,N^„_ <C"- 

Vi^^^ (a) ' ^ (b) ' (c) 




and R"* either represents a halogen atom, an alkyl group with a carbon count of 1 to 6, or 
an alkoxy group with a carbon count of 1 to 6, or else may form, integrally with 
aforementioned R^ a structure represented by -0-CH2-CH(CH3)). 
[Claim 2] An anti-Helicobacter pylori drug containing as active ingredient a compound 
represented by the following formula (II), or salts thereof, or hydrates thereof: 
[Formula 3] 




(wherein represents a cyclic alkyl group with a carbon count of 3 to 6 optionally 
comprising a substituent, represents a hydrogen atom or an amino group, and R"* either 
represents a halogen atom, an alkyl group with a carbon count of 1 to 6 or an alkoxyl 
group with a carbon count of 1 to 6, or else may form, integrally with aforementioned R\ 
a structure represented by -0-CH2-CH(CH3>-). 

[Claim 3] An anti-Helicobacter pylori drug as described in claim 2, wherein R* is a (IR, 
2S)-2-fluorocyclopropyl group, R^ is a hydrogen atom, and R"* is a chlorine atom, 
[Claim 4] An anti-Helicobacter pylori drug as described in claim 2, wherein R' is a 
cyclopropyl group, R^ is an amino group, and R^ is a methyl group. 
[Claim 5] An anti-Helicobacter pylori drug containing as active ingredient a compound 
represented by the following formula (III), a salt thereof, or a hydrate thereof: 
[Formula 4] 

0 




(wherein R^ represents a cyclic alkyl group with a carbon count of 3 to 6 optionally 
comprising a substituent, R^ represents a hydrogen atom or an amino group, and R"* either 
represents a halogen atom, an alkyl group with a carbon count of 1 to 6, or an alkoxyl 
group with a carbon count of 1 to 6, or else may form, integrally with aforementioned R', 
a structure represented by -(>-CH2-CH(CH3)-)- 

[Claim 6] An anti-Helicobacter pylori drug as described in claim 5, wherein R' is a (IR, 
2S)~2-fluorocyclopropyl group, R^ is an amino group, and R"* is a fluorine atom. 
[Claim 7] An anti-Helicobacter pylori drug as described in claim 5, wherein a (IR, 
2S)-2-fluorocyclopropyl group, R^ is an amino group, and R"* is a methyl group. 
[Claim 8] An anti-Helicobacter pylori drug as described in claim 5, wherein a (IR, 
2S)-2-fluorocycIopropyl group, R^ is a hydrogen atom, and R"^ is a methyl group. 
[Claim 9] An anti-Helicobacter pylori drug containing as active ingredient a compound 
represented by the following formula (IV), a salt thereof, or a hydrate thereof: 
[Formula 5] 



0 




(wherein represents a cyclic alkyl group with a carbon count of 3 to 6 optionally 
comprising a substituent, represents a hydrogen atom or an amino group, and R"* either 
represents a halogen atom, an alkyl group with a carbon count of 1 to 6, or an alkoxyl 
group with a carbon count of 1 to 6, or else may form, integrally with aforementioned R*, 
a structure represented by -0-CH2-CH(CH3)-)- 

[Claim 10] An anti-Helicobacter pylori drug as described in claim 9, wherein R* a (IR, 

2S>-2-fluorocyclopropyl group, R^ is an amino group, and R"* is a fluorine atom. 

[Claim 11] An anti-Helicobacter pylori drug as described in claim 9, wherein R* a (IR, 

2S>-2-fluorocyclopropyl group, R^ is hydrogen atom, and R'* is a methyl group. 

[Claim 12] An anti-Helicobacter pylori drug as described in claim 9, wherein R^ a (IR, 

2S)-2-fluorocyclopropyl group, R^ is an amino group, and R"* is a methyl group. 

[Claim 13] An anti-Helicobacter pylori drug as described in claim 9, wherein R' and R"* 

integrally form a structure represented by -0-CH2-CH(CH3)- and R^ is a hydrogen 

atom. 

[Claim 14] An anti-Helicobacter pylori drug as described in claim 9, wherein R] and R'* 
integrally form a structure represented by -0-CH2-CH(CH3>- and R^ is an amino group. 
[Claim 15] An anti-Helicobacter pylori drug containing as active ingredient a compound 
represented by the following formula (V), a salt thereof, or a hydrate thereof: 
[Formula 6] 




(wherein R represents a cyclic alkyl group with a carbon count of 3 to 6 optionally 
comprising a substituent, R^ represents a hydrogen atom or an amino group, and R"* either 
represents a halogen atom, an alkyl group with a carbon count of 1 to 6, or an alkoxyl 
group with a carbon count of 1 to 6, or else may form, integrally with aforementioned R', 
a structure represented by -0-CH2--CH(CH3)-). 

[Claim 16] An anti-Helicobacter pylori drug as described in claim 15, wherein R} is a 
(IR, 2S)-2-fluorocyclopropyl group, R^ is an amino group, and R"* is a fluorine atom. 



[Claim 17] An anti-Helicobacter pylori drug as described in claim 15, wherein is a 
(IR, 2S)-2-fluorocyclopropyl group, R^ is an amino group, and R"* is a methyl group. 
[Claim 18] An anti-Helicobacter pylori drug as described in claim 15, wherein R^ is a 
(IR, 2S)-2-fluorocycloprppyl group, R^ is. a hydrogen, atom, and R'^ is a methyl group-. 
[Claim 19] An anti-Helicobacter pylori drug containing as active ingredient a compound 
represented by the following formula (VI), a salt thereof, or a hydrate thereof: 
[Formula 7] 



0 




(wherein R^ represents a cyclic alkyl group with a carbon count of 3 to 6 optionally 
comprising a substituent, R^ represents a hydrogen atom or an amino group, and R"* either 
represents a halogen atom, an alkyl group with a carbon count of 1 to 6, or an alkoxyl 
group with a carbon count of 1 to 6, or else may form, integrally with aforementioned R\ 
a structure represented by -0-CH2-CH(CH3)-). 

[Claim 20] An anti-Helicobacter pylori drug as described in claim 19, wherein R* is a 
(IR, 2S)-2-fluorocyclopropyl group, R^ is an amino group, and R"* is a methyl group. 
[Claim 21] An anti-Helicobacter pylori drug as described in claim 19, wherein R^ is a 
cyclopropyl group, R^ is an amino group, and R"* is a methyl group. 
[Claim 22] An anti-Helicobacter pylori drug containing as active ingredient a compound 
represented by the following formula (VII), a salt thereof, or a hydrate thereof: 
[Formula 8] 




(wherein R^ represents a cyclic alkyl group with a carbon count of 3 to 6 optionally 
comprising a substituent, R^ represents a hydrogen atom or an amino group, and R"* either 
represents a halogen atom, an alkyl group with a carbon count of 1 to 6, or an alkoxyl 
group with a carbon count of 1 to 6, or else may form, integrally with aforementioned R*, 
a structure represented by ~0-CH2-CH(CH3)-). 

[Claim 23] An anti-Helicobacter pylori drug as described in claim 22, wherein R' is a 
(IR, 2S)-2-fluorocyclopropyl group, R^ is an amino group, and R'^ is a methyl group. 



[Claim 24] An anti-Helicobacter pylori drug as described in claim 22, wherein is a 
(IR, 2S)-2-fluorocyclopropyl group, R^ is an amino group, and R"* is a methoxyl group. 
[Claim 25] An anti-Helicobacter pylori drug containing as active ingredient a compound 
represented by the following, formula (VIII), a. salt. thereof, or.a hydrate thereof: 
[Formula 9] 




R* r (VIII) 



(wherein R* represents a cyclic alkyl group with a carbon count of 3 to 6 optionally 
comprising a substituent, R^ represents a hydrogen atom or an amino group, and R^ either 
represents a halogen atom, an alkyl group with a carbon count of 1 to 6, or an alkoxyl 
group with a carbon coimt of 1 to 6, or else may form, integrally with aforementioned R^ 
a structure represented by -0-CH2--CH(CH3)-)- 

[Claim 26] An anti-Helicobacter pylori drug as described in claim 25, wherein R* is a 
(IR, 2S)-2-fluorocyclopropyl group, R^ is an amino group, and R"* is a methyl group. 
[Claim 27] An anti-Helicobacter pylori drug containing as active ingredient a compound 
represented by the following formula (IX), a salt thereof, or a hydrate thereof: 
[Formula 10] 




(wherein R^ represents a cyclic alkyl group with a carbon count of 3 to 6 optionally 
comprising a substituent, R^ represents a hydrogen atom or an amino group, and R'^ either 
represents a halogen atom, an alkyl group with a carbon count of 1 to 6, or an alkoxyl 
group with a carbon count of 1 to 6, or else may form, integrally with aforementioned R\ 
a structure represented by -0-CH2-CH(CH3)-). 

[Claim 28] An anti-Helicobacter pylori drug as described in claim 27, wherein and R"* 
integrally form a structure represented by --0-CH2-CH(CH3)- and R^ is a hydrogen 

atom. 

[Claim 29] An anti-Helicobacter pylori drug as described in claim 27, wherein R* is a 
(IR, 2S)-2-fluorocyclopropyl group, R^ is a hydrogen atom, and R"* is a methoxyl group. 



[Claim 30] An anti-Helicobacter pylori drug as described in claim 27, wherein R is a 
(] R, 2S)-2-fluorocyclopropyl group, R^ is an amino group, and R"* is a methyl group. 
[Claim 31] An anti-Helicobacter pylori drug as described in claim 27, wherein R* is a 
(lR, 2S)-2-fluorocyclopropyl. group, R^ is a hydrogen atom, and R'' is a niethyl group. 
[Claim 32] An anti-Helicobacter pylori drug containing as active ingredient a compound 
represented by the following formula (X), a salt thereof, or a hydrate thereof: 
[Formula 11] 




(wherein R^ represents a cyclic alkyl group with a carbon count of 3 to 6 optionally 
comprising a substituent, R^ represents a hydrogen atom or an amino group, and R"* either 
represents a halogen atom, an alkyl group with a carbon count of 1 to 6, or an alkoxyl 
group with a carbon count of 1 to 6, or else may form, integrally with aforementioned R^ 
a structure represented by -0-CH2-CH(CH3)-)- 

[Claim 33] An anti-Helicobacter pylori drug as described in claim 32, wherein and R"* 
integrally form a structure represented by -CM:H2-CH(CH3)- and R^ is a hydrogen 
atom, 

[Claim 34] An anti-Helicobacter pylori drug as described in claim 32, wherein and R"^ 
integrally form a structure represented by -0-CH2-CH(CH3)- and R^ is an amino group. 
[Claim 35] An anti-Helicobacter pylori drug as described in claim 32, wherein R* is a 
(IR, 2S>-2-fluorocyclopropyl group, R^ is a hydrogen atom, and R"* is a methoxyl group. 
[Claim 36] An anti-Helicobacter pylori drug as described in claim 32, wherein R^ is a 
(IR, 2S>-2-fluorocyclopropyl group, R^ is an amino group, and R"^ is a methyl group. 
[Claim 37] An anti-Helicobacter pylori drug containing as active ingredient a compound 
represented by the following formula (XI), a salt thereof, or a hydrate thereof: 
[Formula 12] 

0 




(wherein R* represents a cyclic alkyl group with a carbon count of 3 to 6 optionally 
comprising a substituent, R^ represents a hydrogen atom or an amino group, and R"* either 



represents a halogen atom, an alkyl group with a carbon count of 1 to 6, or an alkoxyl 
group with a carbon count of 1 to 6, or else may form, integrally with aforementioned R\ 
a structure represented by -0~CH2-CH(CH3)-). 

[Claim 38] .An anti-Helicobacter pylori drug as described in claim 37, wherein is a- 
(IR, 2S)-2-fluorocyclopropyl group, R^ is an amino group, and R"* is a methyl group. 
[Claim 39] An anti-Helicobacter pylori drug containing as active ingredient a compound 
represented by the following formula (XII), a salt thereof, or a hydrate thereof: 
[Formula 13] 

0 




(wherein R^ represents a cyclic alkyl group with a carbon count of 3 to 6 optionally 
comprising a substituent, R^ represents a hydrogen atom or an amino group, and R^ either 
represents a halogen atom, an alkyl group with a carbon count of 1 to 6, or an alkoxyl 
group with a carbon count of 1 to 6, or else may form, integrally with aforementioned R*, 
a structure represented by ~CMDH2-CH(CH3)-). 

[Claim 40] An anti-Helicobacter pylori drug as described in claim 39, wherein R^ is a 
cyclopropyl group, R^ is a hydrogen atom, and R** is a methoxyl group. 
[Claim 41] An anti-Helicobacter pylori, drug as described in claim 39, wherein R' is a 
(IR, 2S)-2-fluorocyclopropyl group, R^ is a hydrogen atom, and R"^ is a methoxyl group. 
[Claim 42] A Helicobacter pylori infection treatment or prevention drug having as active 
ingredient an anti-Helicobacter pylori drug as described in any of claims 1 through 41. 
[Claim 43] A gastritis treatment or prevention drug having as active ingredient an anti- 
Helicobacter pylori drug as described in any of claims 1 through 41 . 
[Claim 44] A peptic ulcer treatment or prevention drug having as active ingredient an 
anti-Helicobacter pylori drug as described in any of claims 1 through 41. 
[Claim 45] A stomach cancer treatment or prevention drug having as active ingredient an 
anti-Helicobacter pylori drug as described in any of claims 1 through 41. 
[Claim 46] A Helicobacter pylori infection treatment or prevention drug combining an 
anti-Helicobacter pylori drug as described in any of claims 1 through 41 with a proton 
pump inhibitor. 

[Claim 47] A gastritis treatment or prevention drug combining an anti-Helicobacter 
pylori drug as described in any of claims 1 through 41 with a proton pump inhibitor. 
[Claim 48] A peptic ulcer treatment or prevention drug combining an anti-Helicobacter 
pylori drug as described in any of claims 1 through 41 with a proton pump inhibitor. 



[Claim 49] A stomach cancer treatment or prevention drug combining an anti- 
Helicobacter pylori drug as described in any of claims 1 through 41 with a proton pump 
inhibitor. 

[Claim 50] A treatment or prevention drug as described in any of claims 46 through 49-, 
wherein the proton pump inhibitor is omeprazole, lansoprazole, rabeprazole, 
leminoprazole, saviprazole or pantoprazole. 

[Claim 51] A treatment or prevention drug as described in any of claims 46 through 49, 
wherein the proton pump inhibitor is pantoprazole. 



Publication number: DE 44 32 262 A 1 

Title: Drug combination for treatment and prevention of diseases of the digestive tract 

Claims 

1 . A drug combination for treatment and prevention of diseases of the digestive tract 
occurring in the presence of bacteria, distinguished in that, as active ingredient, at least 
one component for acid inhibition and/or neutralization is combined with at least one 
bacterium for probiotic production of a lantibiotic in the digestive tract. 

2. A drug combination according to claim 1, distinguished in that, as one active 
ingredient, at least one "plain antacid" is provided. 

3. A drug combination according to claim 2, distinguished in that the plain antacid is an 
aluminum-magnesium oxide. 

4. A drug combination according to claim 2, distinguished in that the plain antacid is 
hydrotalcite. 

5. A drug combination according to claim 2, distinguished in that the plain antacid is 
magaldrate. 

6. A drug combination according to claim 1, distinguished in that one active ingredient is 
an "antiulcerant". 

7. A drug combination according to claim 6, distinguished in that the antiulcerant is a 
bismuth compound. 

8. A drug combination according to claim 6, distinguished in that the antiulcerant is 
sucralfate. 

9. A drug combination according to claim 1, distinguished in that one active ingredient is 

- an H2 antagonist. 

10. A drug combination according to claim 9, distinguished in that the H2 antagonist is 
cimetidine. 

1 1. A drug combination according to claim 9, distinguished in that the H2 antagonist is 
ranitidine. 

12. A drug combination according to claim 9, distinguished in that the H2 antagonist is 
famotidine. 

13. A drug combination according to claim 9, distinguished in that the H2 antagonist is 

nizatidine. 

14. A drug combination according to claim 9» distinguished in that the H2 antagonist is 
roxatidine. 

15. A drug combination according to claim 1, distinguished in that one active ingredient 
is a proton pump inhibitor. 

16. A drug combination according to claim 15, distinguished in that the proton pump 
inhibitor is omeprazole. 



17. A drug combination according to claim 15, distinguished in that the proton pump 
inhibitor is lansoprazole. 

18. A drug combination according to claim 15, distinguished in that the proton pump 
inhibitor is pransoprazole. ■ 

19. A drug combination according to one of claims 18 through 21, distinguished in that a 
combination with a permeabilizer is provided. 

20. A drug combination according to one of claims 1 through 19, distinguished in that a 
combination with at least one active ingredient booster is provided. 

21. A drug combination for treatment and prevention of diseases of the digestive tract 
occurring in the present of bacteria of the genus Helicobacter, distinguished in that, as 
active ingredients, at least one lantibiotic-producing bacterium component and one 
nutrient substrate component are provided, that the bacterium component and the nutrient 
substrate component are separated from each other, and that the bacterium and the 
nutrient solution are mixable with each other prior to use. 

22. A drug combination according to one of claims 1 through 21, distinguished in that an 
application in the area of the stomach is provided. 



Publication number: DE 198 01 81 1 A 1 

Title: Pharmaceutical preparation for oral administration 

Claims 

1. A pharmaceutical preparation for oral administration, containing as active ingredient at 
least one proton pump inhibitor and, as required, pharmaceutically acceptable excipients 
as well as common additives and auxiliaries, distinguished in that the preparation is a 
filled, seamless capsule (1), containing a capsule filler material (2) enclosing at least one 
active ingredient, which is dissolved or suspended in a solvent and/or suspending agent, 
and at least one layer or film (3) for coating the capsule filler material (2). 

2. A pharmaceutical preparation for oral administration according to claim 1, 
distinguished in that the capsules have a size of 0.3 mm to 10 nrmi in diameter. 

3. A pharmaceutical preparation for oral administration according to claim 1, 
distinguished in that the capsules have a size of 0.8 mm to 3 mm in diameter. 

4. A pharmaceutical preparation for oral administration according to one of the preceding 
claims 1 through 3, distinguished in that the proton pump inhibitor is protected by two 
layers (3, 4), one enteric coating layer (4) and one film or layer (3) which separates the 
enteric coating layer (4) from the proton pump inhibitor. 

5. A pharmaceutical preparation for oral administration according to one of the preceding 
claims 1 through 4, distinguished in that the proton pump inhibitor is omeprazole, an 
alkaline salt of omeprazole, an individual enantiomer of omeprazole of an alkaline salt 
thereof or the magnesium sah of S-omeprazole. 

6. A pharmaceutical preparation for oral administration according to one of claims 1 
through 5, distinguished in that the proton pump inhibitor is present in the capsule filling 
(2) in a quantity of 5 mg to 80 mg, especially in a quantity of 1 0 mg to 50 mg. 

7. A pharmaceutical preparation for oral administration according to one of the preceding 
claims 1 through 6, distinguished in that the solvent and/or suspending agent contains an 
alkaline-reacting compound for stabilization of the proton pump inhibitor. 

8. A pharmaceutical preparation for oral administration according to one of the preceding 
claims 1 through 7, distinguished in that, along with the seamless capsule with the proton 
pump inhibitor, it additionally contains one or several active ingredients from the NS AID 
group, such as ibuprofen, diclofenac, piroxicam, naproxen, indomethacin, fenoprofen, 
acemetacin, flurbiprofen, uetroprofen or pharmaceutical salts or enantiomers thereof. 

9. A pharmaceutical preparation for oral administration according to one of the preceding 
claims 1 through 8, distinguished in that, along with the seamless capsule with the proton 
pump inhibitor, it additionally contains one or several antibiotics. 

10. A pharmaceutical preparation for oral administration according to one of the 
preceding claims 1 through 9, distinguished in that it has the form of a hard gelatin 



capsule, in which the seamless capsules (1) according one of the preceding claims 1 
through 9 are contained, 

11. A pharmaceutical preparation for oral administration according to one of the 
preceding claims 1 through 9, distinguished in that it has the form of a tablet, which 
contains the proton pump inhibitor in the form of individual, enterically coated, filled 
seamless capsules (1), whereby the enteric coating layer (3) coats the individual seamless 
capsules to give them mechanical strength, so that during tableting of the filled seamless 
capsules (1), the acid resistance of the enterically coated, filled seamless capsules (1) will 
not be impaired. 

12. A pharmaceutical preparation for oral administration according to one of the 
preceding claims 1 through 8, distinguished in that the seamless capsules with the proton 
pump inhibitor are filled as such or together with additional powder granulate or pellets 
into pouches, jars or sachets. 

13. A process for manufacturing the pharmaceutical preparation according to one of the 
preceding claims 1 through 9, distinguished in that one simultaneously extrudes a coating 
or film solution for the seamless capsule(s) (1) and the solution and/or suspension of the 
at least one active ingredient into a cooling solution fi-om a concentrically arranged 
multinozzle consisting of at least two nozzles, whereby the inner nozzle has a smaller 
diameter than the outer nozzle, whereby particularly the cooling liquid in the region of 
the jet entry thereinto is displaced in oscillations enveloping the jet, and the jet stream is 
continuously converted to small spherical seamless capsule drops (1) utilizing the 
interfacial tension. 

14. A process according to claim 13, distinguished in that the at first singly 
microencapsulated active ingredient solution or suspension is in the next step provided 
with another gastric juice resistant coat (4) in a fluidized bed. 

15. A process according to claim 13, distinguished in that a multinozzle is used with at 
least three nozzles, comprising an outer nozzle and an inner nozzle and at least one 
intermediate nozzle located in the middle between the outer and inner nozzle, whereby 
the diameter of the three nozzles gradually increases in this order, and a film solution for 
the seamless capsule, the solution or suspension of the active substance and another film 
solution are simultaneously extruded into a cooling solution, and the jet stream of the 
three fluids is continuously converted into small spherical seamless capsules (1) utilizing 
the interfacial tension. 



Publication number: JP P2000-26296A 
Title: Infection treatment drug 

[Claim 1] An anti-Helicobacter pylori drug containing as active ingredient a compound of - 
the following formula (I), a salt thereof, or a hydrate thereof: 
[Formula 1] 



(wherein R represents a cyclic alkyl group with a carbon count of 3 to 6 optionally 
comprising a substituent, R represents a hydrogen atom or an amino group, R represents 
[Formula 2] 



and R"* either represents a halogen atom» an alkyl group with a carbon count of 1 to 6, or 
an alkoxy group with a carbon coimt of 1 to 6, or else may form, integrally with 
aforementioned R', a structure represented by -0-CH2-CH(CH3)). 
[Claim 2] An anti-Helicobacter pylori drug containing as active ingredient a compound 
represented by the following formula (II), or salts thereof, or hydrates thereof: 
[Formula 3] 




(I) 





0 




(wherein represents a cyclic alkyl group with a carbon count of 3 to 6 optionally 
comprising a substituent, represents a hydrogen atom or an amino group, and R"* either 
represents a halogen atom, an alkyl group with a carbon count of 1 to 6 or an alkoxyl 
group with a carbon count of 1 to 6, or else may form, integrally with aforementioned R\ 
a structure represented by -0-CH2-CH(CH3)-). 

[Claim 3] An anti-Helicobacter pylori drug as described in claim 2, wherein R^ is a (IR, 
2S)-2-fluorocyclopropyl group, is a hydrogen atom, and R"^ is a chlorine atom. 
[Claim 4] An anti-Helicobacter pylori drug as described in claim 2, wherein R* is a 
cyclopropyl group, R^ is an amino group, and R"* is a methyl group. 
[Claim 5] An anti-Helicobacter pylori drug containing as active ingredient a compound 
represented by the following formula (III), a salt thereof, or a hydrate thereof: 
[Formula 4] 




(wherein R represents a cyclic alkyl group with a carbon count of 3 to 6 optionally 
comprising a substituent, R^ represents a hydrogen atom or an amino group, and R"^ either 
represents a halogen atom, an alkyl group with a carbon count of 1 to 6, or an alkoxyl 
group with a carbon count of 1 to 6, or else may form, integrally with aforementioned R', 
a structure represented by -0-CH2-CH(CH3)-). 

[Claim 6] An anti-Helicobacter pylori drug as described in claim 5, wherein R^ is a (IR, 
2S>-2-fluorocyclopropyl group, R^ is an amino group, and R^ is a fluorine atom. 
[Claim 7] An anti-Helicobacter pylori drug as described in claim 5, wherein a (IR, 
2S)-2-fluorocyclopropyl group, R^ is an amino group, and R"* is a methyl group. 
[Claim 8] An anti-Helicobacter pylori drug as described in claim 5, wherein a (IR, 
2S)-2-fluorocyclopropyl group, R^ is a hydrogen atom, and R^ is a methyl group. 
[Claim 9] An anti-Helicobacter pylori drug containing as active ingredient a compound 
represented by the following formula (IV), a salt thereof, or a hydrate thereof: 
[Formula 5] 




COOH 



(IV) 



(wherein R' represents a cyclic alkyl group with a carbon count of 3 to 6 optionally 
comprising a substituent, represents a hydrogen atom or an amino group, and R"* either 
represents a halogen atom, an alkyl group with a carbon count of 1 to 6, or an alkoxyl 
group with a carbon count of 1 to 6, or else may form, integrally with aforementioned K\ 
a structure represented by -0-CH2-CH(CH3>-). 

[Claim 10] An anti-Helicobacter pylori drug as described in claim 9, wherein a (1R, 

2S)-2~fluorocyclopropyl group, R^ is an amino group, and R'* is a fluorine atom. 

[Claim 11] An anti-Helicobacter pylori drug as described in claim 9, wherein R* a (IR, 

2S)-2-fluorocyclopropyl group, R^ is hydrogen atom, and R"^ is a methyl group. 

[Claim 12] An anti-Helicobacter pylori drug as described in claim 9, wherein R* a (IR, 

2S)-2-fluorocyclopropyl group, R^ is an amino group, and R"* is a methyl group. 

[Claim 13] An anti-Helicobacter pylori drug as described in claim 9, wherein R* and R"* 

integrally form a structure represented by -0-CH2-CH(CH3)- and R^ is a hydrogen 

atom. 

[Claim 14] An anti-Helicobacter pylori drug as described in claim 9, wherein R* and R"* 
integrally form a structure represented by -0-CH2-CH(CH3)- and R^ is an amino group. 
[Claim 1 5] An anti-Helicobacter pylori drug containing as active ingredient a compound 
represented by the following formula (V), a salt thereof, or a hydrate thereof: 
[Formula 6] 



(wherein R' represents a cyclic alkyl group with a carbon count of 3 to 6 optionally 
comprising a substituent, R^ represents a hydrogen atom or an amino group, and R"^ either 
represents a halogen atom, an alkyl group with a carbon count of 1 to 6, or an alkoxyl 
group with a carbon count of 1 to 6, or else may form, integrally with aforementioned R\ 
a structure represented by -0-CH2-CH(CH3)-). 

[Claim 16] An anti*Helicobacter pylori drug as described in claim IS, wherein R' is a 
(IR, 2S)-2-fluorocyclopropyl group, R^ is an amino group, and R"* is a fluorine atom. 




[Claim 17] An anti-Helicobacter pylori drug as described in claim 15, wherein R' is a 
(IR, 2S)-2-fluorocyclopropyl group, R^ is an amino group, and R"* is a methyl group. 
[Claim 18] An anti-Helicobacter pylori drug as described in claim 15, wherein R^ is a 
(IR, 2S)-2-fluorocyclopropyl group, R^ is a hydrogen atom, and R"^ is a methyl group. 
[Claim 19] An anti-Helicobacter pylori drug containing as active ingredient a compound 
represented by the following formula (VI), a salt thereof, or a hydrate thereof: 
[Formula 7] 

0 




(wherein R^ represents a cyclic alkyl group with a carbon cotmt of 3 to 6 optionally 
comprising a substituent, R^ represents a hydrogen atom or an amino group, and R"* either 
represents a halogen atom, an alkyl group with a carbon count of 1 to 6, or an alkoxyl 
group with a carbon count of 1 to 6, or else may form, integrally with aforementioned R', 
a structure represented by -0-CH2-CH(CH3)-). 

[Claim 20] An anti-Helicobacter pylori drug as described in claim 19, wherein R' is a 
(IR, 2S)-2-fluorocyclopropyl group, R^ is an amino group, and R"* is a methyl group. 
[Claim 21] An anti-Helicobacter pylori drug as described in claim 19, wherein R* is a 
cyclopropyl group, R^ is an amino group, and R"* is a methyl group. 
[Claim 22] An anti-Helicobacter pylori drug containing as active ingredient a compound 
represented by the following formula (VII), a salt thereof, or a hydrate thereof: 
[Formula 8] 

p 




(wherein R^ represents a cyclic alkyl group with a carbon count of 3 to 6 optionally 
comprising a substituent, R^ represents a hydrogen atom or an amino group, and R"* either 
represents a halogen atom, an alkyl group with a carbon count of 1 to 6, or an alkoxyl 
group with a carbon count of 1 to 6, or else may form, integrally with aforementioned R^ 
a structure represented by -0-CH2-CH(CH3)-). 

[Claim 23] An anti-Helicobacter pylori drug as described in claim 22, wherein R^ is a 
(IR, 2S>-2-fluorocyclopropyl group, R^ is an amino group, and R"* is a methyl group. 



[Claim 24] An anti-Helicobacter pylori drug as described in claim 22, wherein R* is a 
(IR, 2S)-2-fluorocyclopropyl group, R^ is an amino group, and R"* is a methoxyl group. 
[Claim 25] An anti-Helicobacter pylori drug containing as active ingredient a compound 
represented by the following formula (Vlll), a salt thereof, or a hydrate thereof: 
[Formula 9] 



COOH 




(VIII) 



(wherein R* represents a cyclic alkyl group with a carbon count of 3 to 6 optionally 
comprising a substituent, R^ represents a hydrogen atom or an amino group, and R"* either 
represents a halogen atom, an alkyl group with a carbon count of 1 to 6, or an alkoxyl 
group with a carbon count of 1 to 6, or else may form, integrally with aforementioned R\ 
a structure represented by -0-CH2-CH(CH3)-). 

[Claim 26] An anti-Helicobacter pylori drug as described in claim 25, wherein R* is a 
(IR, 2S)-2-fluorocyclopropyl group, R^ is an amino group, and R^ is a methyl group. 
[Claim 27] An anti-Helicobacter pylori drug containing as active ingredient a compound 
represented by the following formula (IX), a salt thereof, or a hydrate thereof: 
[Formula 10] 




(wherein R^ represents a cyclic alkyl group with a carbon count of 3 to 6 optionally 
comprising a substituent, R^ represents a hydrogen atom or an amino group, and R"^ either 
represents a halogen atom, an alkyl group with a carbon count of 1 to 6, or an alkoxyl 
group with a carbon count of 1 to 6, or else may form, integrally with aforementioned R*, 
a structure represented by -0-CH2-CH(CH3>-)- 

[Claim 28] An anti-Helicobacter pylori drug as described in claim 27, wherein and R"* 
integrally form a structure represented by -0-CH2-CH(CH3)- and R^ is a hydrogen 
atom. 

[Claim 29] An anti-Helicobacter pylori drug as described in claim 27, wherein R* is a 
(IR, 2S)-2-fluorocyclopropyl group, R^ is a hydrogen atom, and R"* is a methoxyl group. 



[Claim 30] An anti-Helicobacter pylori drug as described in claim 27, wherein is a 
(IR, 2S)-2-fluorocyclopropyl group, R^ is an amino group, and R'* is a methyl group. 
[Claim 31] An anti-Helicobacter pylori drug as described in claim 27, wherein R^ is a 
(1 R, 2S)-2-fluorocyclopropyl group, R- is a hydrogen atom,-and R"^ is a methyl group. 
[Claim 32] An anti-Helicobacter pylori drug containing as active ingredient a compound 
represented by the following formula (X), a salt thereof, or a hydrate thereof: 
[Formula 11] 



COON 




(wherein R^ represents a cyclic alkyl group with a carbon count of 3 to 6 optionally 
comprising a substituent, R^ represents a hydrogen atom or an amino group, and R"* either 
represents a halogen atom, an alkyl group with a carbon count of 1 to 6, or an alkoxyl 
group with a carbon coimt of 1 to 6, or else may form, integrally with aforementioned R\ 
a structure represented by -0-CH2-CH(CH3)-). 

[Claim 33] An anti-Helicobacter pylori drug as described in claim 32, wherein and R"* 
integrally form a structure represented by -0-CH2--CH(CH3)- and R^ is a hydrogen 
atom. 

[Claim 34] An anti-Helicobacter pylori drug as described in claim 32, wherein and R"* 
integrally form a structure represented by -0-CH2-CH(CH3>- and R^ is an amino group. 
[Claim 35] An anti-Helicobacter pylori drug as described in claim 32, wherein R* is a 
(IR, 2S>-2-fluorocyclopropyl group, R^ is a hydrogen atom, and R^ is a methoxyl group. 
[Claim 36] An anti-Helicobacter pylori drug as described in claim 32, wherein R^ is a 
(IR, 2S)-2-fluorocyclopropyI group, R^ is an amino group, and R"* is a methyl group, 
[Claim 37] An anti-Helicobacter pylori drug containing as active ingredient a compound 
represented by the following formula (XI), a salt thereof, or a hydrate thereof: 
[Formula 12] 




(wherein R' represents a cyclic alkyl group with a carbon count of 3 to 6 optionally 
comprising a substituent, R^ represents a hydrogen atom or an amino group, and R"* either 



represents a halogen atom, an alkyl group with a carbon count of 1 to 6, or an alkoxyl 
group with a carbon count of 1 to 6, or else may form, integrally with aforementioned 
a structure represented by -O-CHj-CHiCH^}-). 

[Claim 38] An ariti-Helicobacter pylori drug as described in claim 37, wherein is a 
(IR, 2S)-2-fluorocyclopropyl group, R^ is an amino group, and R"* is a methyl group. 
[Claim 39] An anti-Helicobacter pylori drug containing as active ingredient a compound 
represented by the following formula (XII), a salt thereof, or a hydrate thereof: 
[Formula 13] 

0 




(wherein R^ represents a cyclic alkyl group with a carbon count of 3 to 6 optionally 
comprising a substituent, R^ represents a hydrogen atom or an amino group, and R"^ either 
represents a halogen atom, an alkyl group witti a carbon count of 1 to 6, or an alkoxyl 
group with a carbon count of 1 to 6, or else may form, integrally with aforementioned R*, 
a structure represented by -C)-CHr~CH(CH3)~). 

[Claim 40] An anti-Helicobacter pylori drug as described in claim 39, wherein R* is a 
cyclopropyl group, R^ is a hydrogen atom, and R"* is a methoxyl group. 
[Claim 41] An anti-Helicobacter pylori drug as described in claim 39, wherein R* is a 
(IR, 2S)-2-fluorocyclopropyl group, R^ is a hydrogen atom, and R^ is a methoxyl group, 
[Claim 42] A Helicobacter pylori infection treatment or prevention drug having as active 
ingredient an anti-Helicobacter pylori drug as described in any of claims 1 through 41. 
[Claim 43] A gastritis treatment or prevention drug having as active ingredient an anti- 
Helicobacter pylori drug as described in any of claims 1 through 41. 
[Claim 44] A peptic ulcer treatment or prevention drug having as active ingredient an 
anti-Helicobacter pylori drug as described in any of claims 1 through 41 . 
[Claim 45] A stomach cancer treatment or prevention drug having as active ingredient an 
anti-Helicobacter pylori drug as described in any of claims 1 through 41. 
[Claim 46] A Helicobacter pylori infection treatment or prevention drug combining an 
anti-Helicobacter pylori drug as described in any of claims 1 through 41 with a proton 
pump inhibitor. 

[Claim 47] A gastritis treatment or prevention drug combining an anti-Helicobacter 
pylori drug as described in any of claims 1 through 41 with a proton pump inhibitor. 
[Claim 48] A peptic ulcer treatment or prevention drug combining an anti-Helicobacter 
pylori drug as described in any of claims 1 through 41 with a proton pump inhibitor. 



[Claim 49] A stomach cancer treatment or prevention drug combining an anti- 
Helicobacter pylori drug as described in any of claims 1 through 41 with a proton pump 
inhibitor 

[Claim 50] A treatment or prevention drug as described in any of claims 46 through 49, 
wherein the proton pump inhibitor is omeprazole, lansoprazole, rabeprazole, 
leminoprazole, saviprazole or pantoprazole. 

[Claim 51] A treatment or prevention drug as described in any of claims 46 through 49, 
wherein the proton pump inhibitor is pantoprazole. 



Publication number: DE 44 32 262 A 1 

Title: Drug combination for treatment and prevention of diseases of the digestive tract 

Claims 

1 . A drug combination for treatment and prevention of diseases of the digestive tract 
occurring in the presence of bacteria, distinguished in that, as active ingredient, at least 
one component for acid inhibition and/pr neutralization is combined with at least one 
bacterium for probiotic production of a lantibiotic in the digestive tract. 

2. A drug combination according to claim. 1, distinguished in that, as one active 
ingredient, at least one "plain antacid" is provided. 

3. A drug combination according to claim 2, distinguished in that the plain antacid is an 
aluminum-magnesium oxide. 

4. A drug combination according to claim 2, distinguished in that the plain antacid is 
hydrotalcite. 

5. A drug combination according to claim 2, distinguished in that the plain antacid is 
magaldrate. 

6. A drug combination according to claim 1, distinguished in that one active ingredient is 
aji "antiulcerant". 

7. A drug combination according to claim 6, distinguished in that the antiulcerant is a 
bismuth compound. 

8. A drug combination according to claim 6, distinguished in that the antiulcerant is 
sucralfate. 

9. A drug combination according to claim 1, distinguished in that one active ingredient is 
an H2 antagonist. 

10. A drug combination according to claim 9, distinguished in that the H2 antagonist is 

cimetidine. 

1 1 . A drug combination according to claim 9, distinguished in that the H2 antagonist is 
ranitidine. 

12. A drug combination according to claim 9, distinguished in that the H2 antagonist is 
famotidine. 

13. A drug combination according to claim 9, distinguished in that the H2 antagonist is 
nizatidine. 

14. A drug combination according to claim 9, distinguished in that the H2 antagonist is 
roxatidine. 

15. A drug combination according to claim 1, distinguished in that one active ingredient 
is a proton pump inhibitor. 

16. A drug combination according to claim 15, distinguished in that the proton pump 
inhibitor is omeprazole. 



17. A drug combination according to claim 15, distinguished in that the proton pump 
inhibitor is lansoprazole. 

18. A drug combination according to claim 15, distinguished in that the proton pump 
inhibitor is pransoprazole. 

19. A drug combination according to one of claims 18 through 21, distinguished in that a 
combination with a permeabilizer is provided. 

20. A drug combination according to one of claims 1 through 19, distinguished in that a 
combination with at least one active ingredient booster is provided. 

21. A drug combination for treatment and prevention of diseases of the digestive tract 
occurring in the present of bacteria of the genus Helicobacter, distinguished in that, as 
active ingredients, at least one lantibiotic-producing bacterium component and one 
nutrient substrate component are provided, that the bacterium component and the nutrient 
substrate component are separated from each other, and that the bacterium and the 
nutrient solution are mixable vsdth each other prior to use. 

22. A drug combination according to one of claims 1 through 21, distinguished in that an 
application in the area of the stomach is provided. 
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Claims 

1. A pharmaceutical preparation for oral administration^ containing as active ingredient at 
least one proton pump inhibitor and, as required, pharmaceutically acceptable excipients 
as well as common additives and auxiliaries, distinguished in that the preparation is a 
filled, seamless capsule (1), containing a capsule filler material (2) enclosing at least one 
active ingredient, which is dissolved or suspended in a solvent and/or suspending agent, 
and at least one layer or film (3) for coating the capsule filler material (2), 

2. A pharmaceutical preparation for oral administration according to claim 1, 
distinguished in that the capsules have a size of 0.3 mm to 10 mm in diameter. 

3. A pharmaceutical preparation for oral administration according to claim 1, 
distinguished in that the capsules have a size of 0.8 nun to 3 mm in diameter. 

4. A pharmaceutical preparation for oral administration according to one of the preceding 
claims 1 through 3, distinguished in that the proton piimp inhibitor is protected by two 
layers (3, 4), one enteric coating layer (4) and one film or layer (3) which separates the 
enteric coating layer (4) from the proton pump inhibitor. 

5. A pharmaceutical preparation for oral administration according to one of the preceding 
claims 1 through 4, distinguished in that the proton pump inhibitor is omeprazole, an 
alkaline salt of omeprazole, an individual enantiomer of omeprazole of an alkaline salt 
thereof or the magnesium salt of S-omeprazole. 

6. A pharmaceutical preparation for oral administration according to one of claims 1 
through 5, distinguished in that the proton pump inhibitor is present in the capsule filling 
(2) in a quantity of 5 mg to 80 mg, especially in a quantity of 10 mg to 50 mg. 

7. A pharmaceutical preparation for oral administration according to one of the preceding 
claims 1 through 6, distinguished in that the solvent and/or suspending agent contains an 
alkaline-reacting compound for stabilization of the proton pump inhibitor. 

8. A pharmaceutical preparation for oral administration according to one of the preceding 
claims 1 through 7, distinguished in that, along with the seamless capsule with the proton 
pump inhibitor, it additionally contains one or several active ingredients from the NSAID 
group, such as ibuprofen, diclofenac, piroxicam, naproxen, indomethacin, fenoprofen, 
acemetacin, flurbiprofen, uetroprofen or pharmaceutical salts or enantiomers thereof. 

9. A pharmaceutical preparation for oral administration according to one of the preceding 
claims 1 through 8, distinguished in that, along with the seamless capsule with the proton 
pump inhibitor, it additionally contains one or several antibiotics. 

10. A pharmaceutical preparation for oral administration according to one of the 
preceding claims 1 through 9, distinguished in that it has the form of a hard gelatin 



capsule, in which the seamless capsules (1) according one of the preceding claims 1 
through 9 are contained. 

11. A pharmaceutical preparation for oral administration according to one of the 
preceding claims 1 through 9, distinguished in that it has the form of a tablet, which 
contains the proton pump inhibitor in the form of individual, enterically coated, filled 
seamless capsules (1), whereby the enteric coating layer (3) coats the individual seamless 
capsules to give them mechanical strength, so that during tableting of the filled seamless 
capsules (1), the acid resistance of the enterically coated, filled seamless capsules (1) will 
not be impaired. 

12. A pharmaceutical preparation for oral administration according to one of the 
preceding claims 1 through 8, distinguished in that the seamless capsules with the proton 
pump inhibitor are filled as such or together with additional powder granulate or pellets 
into pouches, jars or sachets. 

13. A process for manufacturing the pharmaceutical preparation according to one of the 
preceding claims 1 through 9, distinguished in that one simultaneously extrudes a coating 
or film solution for the seamless capsule(s) (1) and the solution and/or suspension of the 
at least one active ingredient into a cooling solution from a concentrically arranged 
multinozzle consisting of at least two nozzles, whereby the inner nozzle has a smaller 
diameter than the outer nozzle, whereby particularly the cooling liquid in the region of 
the jet entry thereinto is displaced in oscillations enveloping the jet, and the jet stream is 
continuously converted to small spherical seamless capsule drops (1) utilizing the 
interfacial tension, 

14. A process according to claim 13, distinguished in that the at first singly 
microencapsulated active ingredient solution or suspension is in the next step provided 
with another gastric juice resistant coat (4) in a fluidized bed. 

15. A process according to claim 13, distinguished in that a multinozzle is used with at 
least three nozzles, comprising an outer nozzle and an. inner nozzle and at least one 
intermediate nozzle located in the middle between the outer and inner nozzle, whereby 
the diameter of the three nozzles gradually increases in this order, and a film solution for 
the seamless capsule, the solution or suspension of the active substance and another film 
solution are simultaneously extruded into a cooling solution, and the jet stream of the 
three fluids is continuously converted into small spherical seamless capsules (1) utilizing 
the interfacial tension. 



